R&D Head Club
Clinical Trial Performance Survey in 2023

R

May 2024 [ver.1]

o AIFEZE(IATR LDOEFIFHRDI=HICR&D Head ClubiNB R0 H BB IN=EROKRRTHS
o ARIREZICHRBEMIE. R&D Head Clubh*&3ELT:
o AEBERIOZXRFAICIOWTII, psszSiEdae

R&D Head Club © 1746



Data Center & Working Group Members

2023 FEDSurvey 7 v — b DEKEH. TV — FOEBEENHBLIUVRREEDHEL
R&D Head Clubh 5 38%& & N7=AT D53 THERL L 7=Working Group Member»¥1T > 7=,
F7o. T —FORIERNRIISNEHLOMMMEICE T 2FENSEND =D, T—Xt
VR — 7&% ERN L — Kﬁ%b 7 7’7'—1\0)?f§3‘342()€@5'{/\$i75‘|7£§ﬂ5 3:0)73\
Wk D IZ, /D%ﬁ{ﬁﬁg%%\ BEREE LT AT T L7z 7T — fDEET - PATIC
RAFVTEIN=-7— ﬁ%ﬂﬂh\to

Performance Working Group members (%50 /E)

T AT 7 AREKA S CMOF 7 A RRAKLZ Ty oARL— g3 X ERXEA
RS TERASHT AREFRL—a Tl v XER [zl -
BAA =74V -kt RARBEREASS ERE B
7 4 —R&DEREH Portfolio & Project Management#i&Eh LT AR
Yoty 7r7—<kA et Global Clinical Operations Japan JSESNWN

2/ 46



Contents

I . Participating Companies
II. Trials Targeted and Survey Items
Il. Survey Results
[lI-1 Background
[lI-2 Enrollment
[1I-3 Cost
llI-4 Monitoring Performance
[lI-5 Global
[lI-6 Cycle Time
V. Summary

3/ 46



|. Participating Companies

RFAE L, 2004FEEHL EHEL TWBE, 2023FEDFETIE. TELDOR&D
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» AbbVie GK » Janssen Pharmaceutical K.K.

» Amgen K.K. » JAPAN TOBACCO INC

» Astellas Pharma Inc. » MSD K.K.

» AstraZeneca K.K. » Nippon Boehringer Ingelheim Co., Ltd.
» Bayer Yakuhin, Ltd » Novartis Pharma K.K.

» Bristol-Myers Squibb K.K. » Otsuka Pharmaceutical Co., Ltd.

» Chugai Pharmaceutical Co., Ltd. » Pfizer R&D Japan G.K.

» Daiichi Sankyo Co., Ltd.. » Sanofi K.K.

> Eisai Co., Ltd. » Shionogi & Co., Ltd.

» Eli Lilly Japan K.K. » Takeda Pharmaceutical Co., Ltd.

> GlaxoSmithKline K.K.
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Trials Targeted and Survey ltems
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Explanation of a Figure and Box Plot

D —— 75t percentile
¢ L 4 D Median
2
D — 25t percentile

The lower and upper end of the box in the plot represent respectively 25%
point and 75% point of the sample, and the diamond in the center
represents 50% point (median).
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lll. Survey Results

l1I-1 Background
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[lI-1-1 Number of Protocols by Starting Year and Ending Year

Year of end [reckoned from &pr. 1st)
120

oo022
o202

1 @220

o @2019
@018

@017

@016

B2015

@014

— m013
N Er— m2012
o4 L [T |® @2011
12| |7 82010
| 19 m2009
15 - @208
20 os| LI m2007

’:‘2 IE L I 02005
11 - S 12 @2005
0 '|='w' E1| - ! I 41, =1 g 9 P S N v I

1999 2000 2001 2002 2003 2004 2005 2008 2007 2008 2009 2010 2011 2012 2018 2014 2015 2016 2017 2018 2019 2020 2021 2022 2004
\ J\ J\ ) 02003

100

80

50

ENEIE

# of protocols

40

SREE|

(197) (185) (91)

Year of start
(# of protocols)

takh - EXERBAIAEE. Kt | SHERBAIGERIDERER. FUHIRR(A) : SRR TEE

ARBRTCRIAMEIZHER Q023FEORERATERTLTIVWAEVER) 07-75 EFNTVWENILILEE UTIRNTORIKICESY) 8/ 46




l1I-1-5 Background of Protocols 1

Disease Area

2013-2015 (197)

.6% |

31.5%

6 | 06% [ 71% | 11.2% [ 102% 15.1%| 18.8%
2016-2018 (185) [ 5.9% | 22.2% 2.2% 12.4% ] 17.3% | 7.0% | 5.9% 27.0%
2019-2022 (91) 13.2% ] 12.1% 111 9.9% [ 77% | 70% J44%] 44.0%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) Olnfec. BOnco. 0OBone BNeuro. OMetabo. BCV OResp. 0OOther
Rare Disease 2013-2015 (197) 12.7% | 87.3%
2016-2018 (185) 14.1% ] .9%
2019-2022 (91) 13.2% | 86.8%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OYes BNo
Trial Phase 2013-2015 (197) 86% | 20.8% I ‘ 52.3% | 14.2% |2-5.1.5%
2016-2018 (185) [_8.1% | 15.1% [ 58.9% [30% 2[7% 2-2%
2019-2022 (91) [4.4%] 24.2% ] 46.2% I 9.9% ] 11.0% ! 4.4%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OP2a oP2b oP3 DOncology P1 OVaccine BENon-Oncology P1
Study Design 2013-2015 (197) 39.6% [ 60.4%
2016-2018 (185) 46.5% ] 53.5%
2019-2022 (91) 37.4% | 62.6%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OOPEN ®DBT
Global Trial 2013-2015 (197) 62.4% | ‘ 37.6%
2016-2018 (185) 61.1% | 38.9%
2019-2022 (91) 50.5% ] 49.5%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) ODomestic only  BGlobal
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[lI-1-5 Background of Protocols 2

SDV  2013-2015 (197) 16.8% [ ‘ ‘ ‘ 83.2%
2016-2018 (185) | __299% | L ‘ — 508%
2019-2022 (91) 72.5% | 27.5%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) DExcept for 100%SDV 0100%SDV
RBM 2013-2015 (164) 98% | ‘ ‘ ‘ —902% __
2016-2018 (179) | 35.8% | [ ‘ ‘ 64.2%
2019-2022 (91) 52.7% | 273% (017EFHERR)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OYes ONo
Pivotal study 2013-2015 (77) 62.3% | ‘ 37.7%
2016-2018 (181) | | 53.0% _ | | ‘ ‘ 47.0% _
2019-2022 (91) 47.3% | 52.7% (R019FFHERHLE)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPivotal study ONon-pivotal study
NME 2013-2015 (77) 66.2% - —33.8%
2016-2018 (181) 68.0% [ —32.0% .
2019-2022 (90) 70.0% | 30.0% (2019FEAERLR)
0% 10% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) ONME oNon-NME
eCOA 2013-2015 (77) 16.9% [ ‘ ‘ ‘ 831%
2016-2018 (173) —_205% [ ‘ ‘ —70.5% )
2019-2022 (91) 28.6% | 71.4% (2019FFHERR)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) o3k o3EEE
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l1I-1-5 Background of Protocols 3

DCT: Remote IC  2013-2015 (27) 100.0%
2016-2018 (109) 1[.8}%] 0.9% 97.2% S »
2019-2022 (91) B3AT1% 95.6% Qo215 AERMB)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPracticed OPlanned but not practiced ONot planned/practiced
DCT: ePRO/eCOA 20132015 (27) [7.4% 1 92.6%
2016-2018 (109) 21.1% ‘ | 78.9%
2019-2022 (91) 19.8% 1]il% 79.1% (2021&%}%7&[3511@)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPracticed OPlanned but not practiced ONot planned/practiced
DCT: Investigational materials  9013-2015 @7 100.0%
(t.ievice, lab kit etc) shipped  2016-2018 (109)0[d% 99.1% i
directly to home 2019-2022 (91) 12%[T.1% 96.7% (2021 FERERFRLE)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) DOPracticed OPlanned but not practiced ONot planned/practiced
DCT: Investigational medical 2013-2015 (27) B.7%B.7% 02.6%
product shipped directly to  2016-2018 (109) [5.5% ]| 945% = A< BE B
home 2019-2022 (91) B3N 5.5%] 91.0% (2021 FRAERA)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) DOPracticed OPlanned but not practiced ONot planned/practiced

Practiced : FERE L TRRENHY, 16 EEHESNT:
Planned but not practiced : BBk & LTRENH1A 1HIEEEN LA
Not planned/practiced : k& L TEREN BN
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[1I-1-5 Background of Protocols 4

DCT: Biological sample 2013-2015 (27) 100.0%
collection by participant at 2016-2018 (109) []0.9% 99.1%
home 2019-2022 (91) 1 I% 12.2% 96.7%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) DOPracticed OPlanned but not practiced ONot planned/practiced
DCT: Medical activities by local  2013-2015 (27) B.7% 96.3%
healthcare providers (e.g. medical 2016—2018 (109) 2.8%4.6% | 92.7%
staff near patient’s home) 2019-2022 (91) [5.5% ] 94.5%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPracticed OPlanned but not practiced ONot planned/practiced
DCT: Telemedicine 2013-2015 (27) [B.7% 96.3%
2016-2018 (109) 2.8% 97.2%
2019-2022 (91)1.[% 6.6% | 92.3%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPracticed OPlanned but not practiced ONot planned/practiced
DCT: Home—visit 2013-2015 (27) [3.7%l 96.3%
nursing/medical care 2016-2018 (109) 1.8% 98.2%
2019-2022 (91) 6.6% | 93.4%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OPracticed OPlanned but not practiced ONot planned/practiced

Practiced : ERELTEREN
Planned but not practiced :

HY 1B EEEINT

RERELCERED S 1BIEETEN BT

Not planned/practiced : k& L TEREN BN

(2021 ERERLR)

(Q021EFAERRR)

(2021EAERLL)

(2021EAERLL)
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l1I-1-5 Background of Protocols 5

FMV  2013-2015 (7) 700.0%
2016-2018 (35) ‘ ‘ ‘ ‘ 100.0% ‘ ‘ ‘ ‘ e B s
2019-2022 (65) 123% | 87.7% (2021 FRERR)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OEE oEMAEL

FMV : Fair Market Value (i@ EMIR) (CEIDWEEREROEE JOCA/ANYFY-JBRIANEE
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[1I-1-7-1 Background of Sites 1

Disease Area 2013-2015 (5332) /8% |~ 149% | 13.8% | 89% | __19.7% ‘ | 88% | 9.9% ] 16.7%
2016-2018 (4493) 8.2% | _9.3% 1 7%} 16.4% ] } 24.2% I: 10.8% }I 86% | } 20.9%
2019-2022 (1405) [_8.6% A&lﬁl‘l 24.5% | 89o% 1 13.0% 11% 40.2%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) Olnfec. BO0Onco. DBOBone BNeuro. OMetabo. BCV OResp. OOther
Rare Disease 2013-2015 (5332) [4.0%] 96.0%
2016-2018 (4493) 7.6% | 92.4%
2019-2022 (1405) /.0% | 92.5%
(# of sites) 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
of sites OYes ONo
|
Trial Phase 2013-2015 (5332) [3.8%I ]6 0% | 75 5001 } 3.5% | } 0.8%
2016-2018 (4493) [5.7% 1 ]2 1% ] } 79 1“0} } 2 0“&1/00.6%
2019-2022 (1405) 7.7% | 28.0% ] 57.0% 1.3%9 1 5.6% ]| 0.4%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) OP2a OP2b oP3 BO0ncology P1 OVaccine ENon-Oncology P1
Study Design 2013-2015 (5332) 19.7% | : 80.3%
2016-2018 (4493) 31.1% } } ] 68.9% }
2019-2022 (1405) 35.0% ] 65.0%
) 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites)
OOPEN 0ODBT
Global Trial 2013-2015 (5332) } 66.3% ] } 33.7%
2016-2018 (4493) _66.0% ] ‘ ‘ 34.0%
2019-2022 (1405) 69.3% ] 30.7%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) ODomestic only  OGlobal

14/ 46



[1I-1-7-2 Background of Sites 2

SDV 2013-2015(5332) 20.2% ] ‘ ‘ ‘ 79.8% ‘ ‘
2016-2018 (4493) ‘ ‘ 58.6% ‘ ‘ | ‘ 41.4%
2019-2022 (1405) ‘ ‘ _67.2% ‘ ‘ ‘ | _32.8%
(# of sites) 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
OExcept for 100%SDV 0100%SDV
Type of sites 2013-2015 (5332) 11.0% | 7.7% [ 9.9% 1m 14.4% ] ‘ 23.0% | _32.6%
2016-2018 (4493) 137% [ 1% T 7.7% J0% 118% [ 24.3% 1 __29.3%
2019-2022 (1405) 107% 1 68% 1 7.2% 10K J1.1% | 24 8% 1 ‘ 37.4% ‘
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) ONational/Public U. OPrivate U. ONHO BNational HP except for NHO OPublic HP OPrivate HP OClinic
Central IRB  2013-2015 (5034) 42.1% ‘ ‘ | ‘ ‘ 57.9%
2016-2018 (4436) 36.7% 63.3%
2019-2022 (1392) ‘ ‘ 99.9% ‘ ‘ ‘ ‘ 44.5% ‘
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) OYes ONo
Site FMV  2013-2015 (113) ‘ ‘ ‘ ‘ 100.0% ‘ ‘ ‘ ‘
2016-2018 (878) 96.0% [4.0%
2019-2022 (986) [ 7.3% [ ‘ ‘ ‘ 90.3% ‘ ‘ ‘ ‘ 24 (2021 FERERLE)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of sites) OYes ONo OUnknown
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[lI-1-7-3 Central IRB [Sub analysis]

National/Public U.

2013-2015 (551) [4.p% 95.8%
2016-2018 (597)1 4% 98.5% :
2019-2022 (145) [7.6%| 92.4%
0% 20% 40% 60% 80% 100%
(# of sites) BYes BNo
Private U. ‘
2013-2015(384) [1.0%4 93.0% :
2016-2018 (492) (10.8%] 89.2%
2019-2022 (93) | 18.3% | 81.7%
0% 20% 40% 60% 80% 100%
(# of sites) OYes ONo
National Hospital Organization(NHO) ‘ ‘ ‘
2013-2015 (493) 35.7% | ‘ _64.3%
2016-2018 (342) 41‘.8% ‘ | ‘ 58.2% ‘
2019-2022 (101) ‘ 53.5% ‘ | : 46.5%
0% 20% 40% 60% 80% 100%
(# of sites)
OYes ONo
National HP except for NHO ‘
2013-2015(70) | 14.3% | 85.7%
2016-2018 (85) 4.7% ‘ 95.3% ‘
2019-2022 (28) 25.0% ‘ | ‘ 75.0% ‘
0% 20% 40% 60% 80% 100%
(# of sites) OYes BNo

Public HP ‘ ‘ ‘
2013-2015 (706) [12.6% | 87.4%
2016-2018 (516) [ 13.6% | 86.4%
2019-2022 (155) 28.4% | 71.6%
# of sites) 0% 20% 40% 60% 80% 100%
OYes ONo
Private HP ‘ ‘
2013-2015 (1142) 37.7% | 62.3%
2016-2018 (1086) 32.2% | 67.8%
2019-2022 (345) 50.1% | [ ‘ 49.9%
0% 20% 40% 60% 80% 100%
(# of sites) OYes ONo
Clinic ‘ ‘
2013-2015 (1688) 80.7% [ 19.3%
2016-2018 (1318) 75.6% [ 24.4%
2019-2022 (525) 88.8% [11.2%
0% 20% 40% 60% 80% 100%
(# of sites) OYes ONo
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[1l1-2 Enrollment
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[lI-2-1 Number of Enrolled Subjects per Site

€ Median

(# of subjects)

2013-2015 (5331) 2016-2018 (4493) 2019-2022 (1403)  (# of sites)
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[1I-2-1-1 Number of Enrolled Subjects per Site for each Domestic or Global Trial

€ Median ¢ Median
10 10
9 9
8 E— 8
7 — 7
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© 3
2 kot
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@ 7
K s
E 4 ® 4 ® 4 ®E 4 I—
3 ¢ 3 — 3 ¢ 3 ®3 [
2 2 ¢ 2 I
1 1
0 . . . . 0 . . . .
2013-2015 (3533) 2016-2018 (2966) 2019-2022 (973) 2013-2015(1798) 2016-2018 (1527) 2019-2022 (430)
Domestic only (# of sites) GLOBAL (# of sites)
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[1I-2-2 Number of Enrolled Subjects per Site by Type of Site

¢ Median
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[1I-2-3 Number of Enrolled Subjects per Site by Disease Area
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[1I-3 Cost
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[11-3-1 Cost per Enrolled Subject

(X 1,000) < Median
¥4 500

¥4.,000

¥3,500

¥3,000
O ¥2,752

¥2.,000

Cost per Subject: Yen
&

¥1,500

¥1,000

¥500

¥0 ' ' '
2013-2015 (3883) 2016-2018 (3480) 2019-2022 (1024)

(# of sites)

fwtEh 1P HEYVDER (MEEREIUSMOADIAL)
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[11-3-2 Cost per Enrolled Subject by Type of Site

(X 1,000) ¢ Median
¥6,000
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[lI-3-4 Implementation of Milestone Payment in Site by Type of Site

ALL 2013-2015 (4210)
2016-2018 (3722)
2019-2022 (1132)

National /Public U. 2013-2015 (475)
2016-2018 (538)
2019-2022 (113)

Private U. 2013-2015 (333)
2016-2018 (408)
2019-2022 (73)

NHO 2013-2015 (416)
2016-2018 (282)
2019-2022 (79)

National HP except for NHO 2013-2015 (56)
2016-2018 (80)
2019-2022 (25)

Public HP 2013-2015 (585)
2016-2018 (423)
2019-2022 (116)

Private HP 2013-2015 (950)
2016-2018 (867)
2019-2022 (298)

Clinic 2013-2015 (1395)
2016-2018 (1124)

2019-2022 (428)
(# of sites)

55 5% 44 5%
57 5% [ 47 5%
80.5% [ 19 5%
| | | | | | | | |
30.5% | 53 5%
52 0% 43 0%
57 5% [ 42 5%
| | | | | | | | |
36.9% [ £3.1%
55 4% 14 5%
| ?4'4% | | | ' | ?5'6% |
£5.4% [ 34.6%
77.7% I 22 3%
91.1% [ 89%
| | | | | |
[ £9.6%
48 8% [ 51.3%
| | | 88.0% | | | | || 12 0%
47 9% [ 52 1%
63.6% [ 31.4%
| | 72 4% | | | [ | 07 6% |
59 3% | 30.7%
67.0% [ 33.0%
| | wf | | | ' | 28'576
60.4% [ 39.6%
44 8% [ 55 2%
] ] ] ] 91.8% ] ] ] ] ] | S.2%
10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

OMilestone Payment(%)

OMNo Milestone Payment(%)

R&DY
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[11-3-11-1 IRB Cost: [Sub analysis] Utilization of c-IRB

(X 1,000) ¢ Median (X 1,000) ¢ Median
¥2 500 ¥2 500
¥2.000 ¥2.000
¥1,500 — ¥1,500
[ [
Q 2
® §7]
(o] Q
[&] Q
E ¥1,000 vg30 |7 E ¥1,000 86 E—
* ¥730 A
® ¥608
¥500 ¢
¥500 e . - ¥500 -
.
¥0 . ¥0 . ' ' 1
2013-2015 (1474) 2016-2018 (1597) 2019-2022 (308)

2013-2015 (1244) 2016-2018 (939) 2019-2022 (459)

Use of c-IRB : Yes (# of sites)

Use of c-IRB : No

(# of sites)

)
=

—ZDO—FWAEL CINETETWRWATEMEA B 5,

HEEh  FEER R USMOAX AT IRBEFHDHLEE

= QQOI7TFEUF) DY —NAFEDOANF = v 7ICEWTIRBERICET 2 TEYHA T 7 —KRAINTW e/, 2017TFURIOY — XA [ZHE W TIZIRBEMA
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I1I-4 Monitoring Performance
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[11-4-1 Proportion the Number of Enrolled Subjects and Sites by Affiliation

Subjects  2013-2015 (28233)

2016-2018 (22210)

2019-2022 (10055)

(# of subjects)

Sites  2013-2015 (5328)

2016-2018 (4477)

2019-2022 (1405)

(# of sites)

0%

21.6% 78.4%
15.2% 84.8%
8.9% 91.1%
23.3% 76.7%
20.3% 79.7%

8.1% 91.9%

10% 20% 30% 40% 50% 60% 70% 80% 90%

Oln—house OCRO

100%
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[11-4-2/3 Number of Sites/Enrolled Subjects per Monitoring (FTE)

[11-4-2 Number of Enrolled Subjects per Monitoring

(FTE)

[1I-4-3 Number of Sites per Monitoring (FTE)

¢ Median

50.0

450

40.0

350

30.0
250
200
15.0
10.0

# of subjects / FTE

15.9

17.1

15.6

5.0

0.0

(# of protocols)

# of sites/ FTE

e © EZA-1 FTES Y DR SRERIEK

1 FTE (Full Time Equivalent) =1 AA"1 E B OIZAE S BRI % 100%4E =

10.0
9.0
8.0
1.0
6.0
5.0
4.0
3.0
20
1.0
0.0

¢ Median
’4'4 4.1
L 2 32 [(——
3 I
Al N N
4:‘5@ S 0
Q\ Q\% ‘LQ%
‘.b/q’ p1% o
Q\ \(‘o Q\
> O V

(# of protocols)

sl : T25-1 FTES Y OBERRS

29/ 46



[11-4-3-2/3/4 Number of Sites per Monitoring (FTE) by SDV and RBM

ITI-4-3-2 Sub-analysis with or without

I11-4-3-3 Sub analysis with or without

I11-4-3-4 Sub analysis with or without

100%SDV RBM 100%SDV & RBM
® Median
10.0
9.0
80 +
7.0 1
- 6.0 -—5:’ 5.1 5.2 52|52
- 50 + 2 41 5.5 * 4.4 . * 44
h 35| ol %7 30 ' 35| |e| 37 30 7 e PB7 29
2 +0 . = . o - o
¥+ 20 L
1.0
U NNC SR U SOOI SR R A & RO AR A O
N 2 v o" 22 qv & 2 v & 2 av S 2 qv o N qv
e D S Y. A S . A > > D
l.b/ 'G;)/ Cb/ /f\, Qb/ 03/ (b/ (0/ ql/ /q, QD/ 05/ \"b Q)/ %/ /f\, Q;;/ 0}/
I N I S N T S LA S
\ ) \ ) \ ) \ ) \ ) \ )
Except for 100%SDV 100%SDV RBM Non-RBM Except for 100%SDV&  100%SDV or
RBM Non-RBM
* Except for 100% SDV : #VTUYJPRBM#%E100%SDV * RBM: RBM&%@ZEEI%%W:?’D RIVICHTZE= . Excc:pt for 100% SDV % RBM : b;yz"Uyﬁ‘b;:BM@t“
LAEEREEEINETORIVICEITEZE=Y—1 FTES 5-1 FTE@ED@E’@E;Z_ ) 100@5?V}—X71~€_%7j’tﬁ JANS) RBME;‘%EB:[;LEK@ E&nts
ENOHERE + Non-RBM : RBMZEERELEM>FEEIZSNETORIIVIC ORJINVICHITEEZA—1 FTESIDDSEE%%

100%SDV : 100%SDVZEEfEL EZsn=TORIIVICHF
2E=H—1 FTE®IZDOhtEESE

b1I3EZH—1 FTESIZDOMEERE

RBM (Risk Based Monitoring)

100%SDV or Non-RBM : £IEHSDVEZERRLE £LLIZ
RBMZERELEA>EEIEINETONIICEITZEZS—
1 FTE®IEDDiaz%%
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[11-4-6-2 Proportion of CRA Outsourcing in Total Sites
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I1I-5 Global
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[11-5-3-1 Number of Enrolled Subjects per Site by Most Frequent Top 10
Countries in Global Studies Scatter Plot (2013-2022)

Enrolled subjects per site
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[11-5-3-1-3-1 Number of Enrolled Subjects per Site by Region Classification in

Global Studies Scatter Plot
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[11-5-7-1-1 Classification of Number of Enrolled Subjects per Site in Japan
in Global Studies

ALL (139) 32.4% 26.6%
2013-2015 (51) 29.4% 33.3%
2016-2018 (53) 43.4%
2019-2022 (35) 20.0% 31.4%
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
(# of protocols) OTop 75% < <= 100% OTop 50% < <=75% BTop 25% < <= 50% BTop 25% <=

ERRHERERERICEVT. FED1MER L YORSEFSZEIICER—TON VA TIERIT T L. BAOIEMIZ4X 5 (E47125% A, Ef125~50%, £f150~75%. 75~
100%) (LR FFEHE. EX407F0NIVEOEIE

HAZEHRREZIT>EEOHMNEU LOTOR IV ERELTNS 35/ 46



[11-5-8-1-1 Number of Enrolled Subjects per Site in Global Studies (2013-2022)
(Japan vs Target Country)
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[1I-5-8-6  Number of Enrolled Subjects per Site in Global Studies (2013-2022)
< Heat map with focus on ‘Over Center Line’ >

inferior - 21~30% 31~40% 41~50% 51~60% - superior

Target Country * USA EUROPE ASIA CHINA
# of Protocols 165 139 129 112 30
Over Center Line *** 38.2% 54.7% 41.9% 39.3% 26.7%
Target Country * USA EUROPE ASIA CHINA
Onco./Non-Onco.
Onco. Non-Onco. Onco. Non-Onco. Onco. Non-Onco. Onco. Non-Onco. Onco. Non-Onco.
# of Protocols 43 122 34 105 29 100 33 79 5 25
Over Center Line *** 32.6% 40.2% 55.9% 54.3% 41.4% 42.0% 33.3% 41.8% 28.0%
Target Country * USA EUROPE ASIA CHINA
Rare/Non-Rare
Rare Non-Rare Rare Non-Rare Rare Non-Rare Rare Non-Rare Rare Non-Rare
# of Protocols 21 144 20 119 16 113 1 101 5 25
Over Center Line *** 38.1% 38.2% - 52.9% 37.5% 42.5% 36.4% 39.6% 28.0%
Trial Scale Target Country * USA EUROPE ASIA CHINA
Small/Large ** Small Large Small Large Small Large Small Large Small Large
# of Protocols 69 96 56 83 46 83 35 77

[(e]
N
e

Over Center Line *** 44.9% 33.3% - 50.6% 50.0% 37.3% 40.0% 39.0% 33.3%

* Target Country: KE, BIN (TFVRA FAYATUT ARV AFVR) (TIT (BH EE, 87E) . FE
** Trial Scale: Small(3#3 BAZAERIZR299L  F SOV, Largeld#s BAZFERF #5300 Lo ORI

*** Over Center Line : 1HEER L =Y DR SIEBIERICDONT, B AN RE (s & EERTEWENTWNS) TO R IV EDEE (%) Over Center Linel{4h[3p46%5 88 37146



IlI-6 Cycle time
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l1I-6-1-1-1 Cycle-time

(2019EAERLL)
16
ALL (344)
N=156,342,342,342,337.336,337 [°9] | %° 262 208
14
2013-2015 (75)
N=457575.75.73.72.73 | 12 109 407 355 53-
17
2016-2018 (178)
N=68.178.178.177.174.176.176 04| 24 259 184 60-
21
2019-2022 (91) |
N=43.89.89.90.90,88.88 f| | %9 187 169 57 -
(# of protocols) 0 pom = = =5 = —
Days (Median)
BFAP(G) - FAP(J) OFAP(J) - J-CTPN ©J-CTPN - FPI OFPI- LPI @LPI- LPLV (PCD) TLPLV (PCD) - DBL1 mDBL1 - CSRI

NEZ EDSIEIC. FAPQ) - FaP(J), FaPJ) - J-CTPN, J-CTPN - FPL FPIL - LPL LPI - LPLY (PCD), LPLY (PCD) - DBL1, DBL1 - CSR1

FAP : Final Approved Protocol ~ FAP(G) — FAP()Id. EFRHERICHEI BN L BADFAPHEEZ RLEED

CTPN : j&B&/@E(T32HB. FIP : First Patient In,  LPI : Last Patient In,  LPLV : Last Patient Last Visit,

PCD : Primary Completion Date (AR FE®EBRARBERFELLSE. BRICIEEINETOR V> TEEGER IOV TORKNET-TINED B TRIEHREGINMREL ENASNER)
DBL 1: Database Lock 1 (AFRHFBOLHDT-IN-AEEELEZH) .  CSR1: Clinical Study Report 1 (AFRHFEQHORIFREENTTRLER)

20194E AERBIADED. 2013-2015ER HEFO R IR D BN L (LB E 39/ 46



11-6-1-5-1 Cycle-time by Type of NME (2013-2022)

(0195 FAERLA)
16
ALL (343) | 39 98 260 210
16
NME (232) (18 98 237 193 61
15
Non-NME (111) 60 99 305 227
0 100 200 300 400 500 600 700 800 900 1000
(# of protocols) Days (Median)
BFAP(G) - FAP(J) OFAP(J) - J-CTPN 0OJ-CTPN- FPI OFPI- LPl @LPI- LPLV (PCD) oOLPLV (PCD)-DBL1 ®@mDBL1 - CSRI
FAP : Final Approved Protocol  FAP(G) — FAP()(3. EIBSSERICHIT35E5ME B ADFAP B HEERLEED NME (New Molecular Entity)

CTPN : AERfE(J#24 H. FIP : First Patient In.  LPI : Last Patient In, LPLV : Last Patient Last Visit. Non-NME (Non-New Molecular Entity)

PCD : Primary Completion Date (KGR E#EIARBRERELLSE. BRICIEEINETOM IV TEBAF ROV TORKRIAT I INED BN TRENREANRELENAINER)
DBL 1: Database Lock 1 (AREFEOEHDT-IN-AEEELEZH) . CSR1: Clinical Study Report 1 (FAFRERFD-HOBIFR S ENTHKLER)

2019FFABRMB O, 2013-2015FE X FTORIEN D BN ICEE 40/ 46



l1I-6-2-1-1 Days to Site qualification — IRB — Agreement — Site activation

(2019FAERR)

ALL (4137)
N=4136,4125,4100 64 14 27

2013-2015 (453)

N=453,453 445 e 12 30

2016-2018 (2387)
N=2386.2376,2359 66 14 23

2019-2022 (1297)
N=1297.1296,1296 60 14 30

(# of sites) 0 50 100 150 200

Days (Median)

BSite qualification - IRB O IRB - Agreement OAgreement — Site activation

NEI AEDSIBIZ. Site qualification — [RB, IRB - Agreement, Agresment — Site activation
Site qualification: fE% 327 H. IRB: IRBFAfE H. Agreement: 22 H. Site activation:;BEREIEN AT REIC K12 H

2019 FE RIS, 2013-2015F KA IHERBA VRN (LB Year : Year of Site qualification 41/ 46



l1I-6-2-3-1 Days to Site qualification — IRB — Agreement — Site activation
by Central IRB

| |
ALL  2013-2015 (364) 77 12 28
- (2019FHERK)
2016-2018 (2326) 68 14 22
2019-2022 (1287) 60 14 30
Use of c-IRB:Yes 2013-2015(59) 91 14 36
2016-2018 (819) 59 11 18
2019-2022 (666) 62 13 30
Use of c-IRB:No  2013-2015(305) 75 11 28
2016-2018 (1507) 72 14 27
2019-2022 (621) 56 14 29
|
0 50 100 150 200
(# of sites) Days (Median)
BSite qualification - IRB O IRB - Agreement O Agreement — Site activation

Site qualification: fE% 327 H. IRB: IRBFAfE H. Agreement: 22 H. Site activation:;BEREIEN AT REIC K12 H

2019E BERIAOES. 2013-2015E XS RIEREAPBINLCEE Year : Year of Site qualification 42/ 46



IV-1 Summary

III-1 Background
v IREMEE  [BE (JR) fEiENRERD . 2ot (D9F2250) OEBOEISHIREIEN (= u-1-5)
v BEZAUIEE  100%SDVEISNDTSE (B2 JUIRE) BELUPRBMAKIEISIEN (5 111-1-5]
v eCOA : 1810 [=1-1-5]
v DCT: ePRO/eCOADE ANTEIT. JAREDODBEADEIX, TEEBHEETORE. A>371 2K, shEE
/SRR EDERNEIT. [®11-1-5]
v FMVOE A : 1850 (X753 (19-2245F)TEREMR) (= m-1-5]
v Central IRB : EEMBEDREMARX DCHBVT, FIFIRRICKE =m-1-7-3] [FAFEERRE]
III-2 Enrollment
v 15t lcDOIGSAEBIEL (FSRYE) N3~ATER @ SBREFEZERL ®m-2-1, m-2-1-11  [#%eERE)
ITII-3 Cost
V NAIWARIRAADRNEAZE 1810 (BRFX53(19-229F ) THIB1%ICIEIN) [ m1-3-4]
v IRB Cost : 13-15F8LU16-18F X BICHBVTILC-IRBIHMREN &I 73(19-225) TldEiE. GBAICD
WCIRIF (202448 THETETULRL. ) [®m-11-1]
III-4 Monitoring Performance
v BEZA-1FTESHIDOIERIEL : &=F1X 3 (19-226F)T17ER, BREZILRL  mur4-21 [HRSEEREE]
v BEZA-1FTE®HIDOEESEL : =X (19-224)T3. 2% SFRFEZLRL mu-4-31 [FRGEERRE]
v [#HTAREZA-#ETCROEZA—EES : CROEZA—IBHESMEN (= 1m1-4-1, 11-4-6-2]
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V-2 Summary

e III-5 Giobal
v ERHEEFBRICHT D 15EE%Hn D DI SIEFIEL (9B ) (FTEHFR D& [E - #is(US, China, Europe, Asia)
CEFEE (™ 1m1-5-3-1-3-1]
v [Bl—ER(CHBIFB 1R H OIS SAEFIELZChina, Asia, EuropelltERZED R0 (= 111-5-8-6, 111-5-8-6-1] [HF
o S
v ERHEERERCHENT, FEO1ERHIEDOIRSEAEZE CELCE—RERN TIEA{T I UIEE. BAN E
fI50%(AIE T 255628341 %, (EFTX5(19-226)T48.6%I(IBN) (= 1m1-5-7-1-1] [FAKEEREE]
e III-6 Cycle time
v NME(Znon-NME(CLEAX, Cycle time HE0) (= m1-6-1-5-1]
v BTX 53 (19-226)T. [HsnEE H~iaiREmN e ge(CiR>fc B3 1 OHARI (3593, 50 A (fes%&EE H ~IRBF
R :¥2nH. IRBREMEH~EFIH #0.50H. ZfIH~GERERRA AIgE(CR o H FI1INH) = u-6-2-1-1]
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AREROZIRFABICDONT

AERHT. BADBRRIBEDIRIRZILIZE T DIHR&D Head ClubflEE{RENT —472F55Z0/E
R UIZEDTY . KERIOZIRFIAHDBRILL T O IGZHSFEVELE T .

—RFIFHOEHIDF FS

e R&D Head Clubih—AR—HEEIVENDE (https://rdhead-club.com/contact/) H5.
LT (CDOWTHEISELIZEW,
- [FAE (b&Al. CFilE. FIATHS)
- FIAER GRUR-SHLUREEN * ) 1)
Za ; BEER —BB
FilE : ABCRZEMK A ST
B : 20XXEMMBDDHA 00042 OmERE
FAGERT: AIMR 18%HE
HARDEEREROIRIREL THBIT

HEIDEEER(ICDOLT
e HH : R&D Head Club Clinical Trial Performance Survey 2023 https://rdhead-club.com/

* 1 R&D Head ClubtDFEGHE BREEN RV DIEER DI THD . ZIRFIARZHIPR I 2EDTIIHDFE A
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References [details on page 37]

[1I-5-8-6  Number of Enrolled Subjects per Site in Global Studies (2013-2022)

o
# of Protocols 165 5, 139 129 112 30
Over Center Line 38.2% %% 54.7% 41.9% 39.3% 26.7%
m-l—'
Under Center Line 61.8% = % 43.9% 58.1% 59.8% 73.3%
(&)
Within 20% of Center Line 18.2% 21.6% 19.4% 20.5% 20.0%
Stratified by
Categories
Target Country * USA EUROPE ASIA CHINA
Onco./Non-Onco. c
Onco. Non-Onco. 5‘% Onco. Non-Onco. Onco. Non-Onco. Onco. Non-Onco. Onco. Non-Onco.
# of Protocols 43 122 32 34 105 29 100 33 79 5 25
Over Center Line 32.6% 40.2% % g 55.9% 54.3% 41.4% 42.0% 33.3% 41.8% 20.0% 28.0%
Under Center Line 67.4% 59.8% v § 41.2% 44.8% 58.6% 58.0% 66.7% 57.0% 80.0% 72.0%
Within 20% of Center Line 20.9% 17.2% 20.6% 21.9% 13.8% 21.0% 12.1% 24.1% 20.0% 20.0%
Target Country * USA EUROPE ASIA CHINA
Rare/Non-Rare c
Rare Non-Rare 5‘.% Rare Non-Rare Rare Non-Rare Rare Non-Rare Rare Non-Rare
# of Protocols 21 144 gg 20 119 16 113 11 101 5 25
Over Center Line 38.1% 38.2% :?;g 65.0% 52.9% 37.5% 42.5% 36.4% 39.6% 20.0% 28.0%
Under Center Line 61.9% 61.8% v § 35.0% 45.4% 62.5% 57.5% 63.6% 59.4% 80.0% 72.0%
Within 20% of Center Line 9.5% 19.4% 15.0% 22.7% 31.3% 17.7% 0.0% 22.8% 0.0% 24.0%
. Target Country * USA EUROPE ASIA CHINA
Trial Scale Small/Large ** c
Small Large 51% Small Large Small Large Small Large Small Large
# of Protocols 69 96 22 56 83 46 83 35 77 9 21
Over Center Line 44.9% 33.3% :::5 g 60.7% 50.6% 50.0% 37.3% 40.0% 39.0% 11.1% 33.3%
Under Center Line 55.1% 66.7% v § 37.5% 48.2% 50.0% 62.7% 57.1% 61.0% 88.9% 66.7%
Within 20% of Center Line 15.9% 19.8% 19.6% 22.9% 19.6% 19.3% 20.0% 20.8% 0.0% 28.6%
* Total of the following 10 countries --- USA, EUROPE(France, Germany, Italy, Spain, UK), ASIA(Hong Kong, South Korea, Taiwan) and China 46/ 46

**  Trial Scale Small: Under 300 Objective Cases, Trial Scale Large: 300 or more Objective Cases
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